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Macrophages in gene therapy: cellular delivery vehicles and in 
vivo targets. 

Burke B, Sumner S, Maitland N, Lewis CE. 

Department of Microbiology and Immunology, University of Leicester, United 
Kingdom, bbl4@leicester.ac.uk 

The appearance and activation of macrophages are thought to be rapid events 
in the development of many pathological lesions, including malignant tumors, 
atherosclerotic plaques, and arthritic joints. This has prompted recent attempts 
to use macrophages as novel cellular vehicles for gene therapy, in which 
macrophages are genetically modified ex vivo and then reintroduced into the 
body with the hope that a proportion will then home to the diseased site. Here, 
we critically review the efficacy of various gene transfer methods (viral, 
bacterial, protozoan, and various chemical and physical methods) in 
transfecting macrophages in vitro, and the results obtained when transfected 
macrophages are used as gene delivery vehicles. Finally, we discuss the use of 
various viral and nonviral methods to transfer genes to macrophages in vivo. 
As will be seen, definitive evidence for the use of macrophages as gene 
transfer vehicles has yet to be provided and awaits detailed trafficking studies 
in vivo. Moreover, although methods for transfecting macrophages have 
improved considerably in efficiency in recent years, targeting of gene transfer 
specifically to macrophages in vivo remains a problem. However, possible 
solutions to this include placing transgenes under the control of 
macrophage-specific promoters to limit expression to macrophages or stably 
transfecting CD34(+) precursors of monocytes/macrophages and then 
differentiating these cells into monocytes/macrophages ex vivo. The latter 
approach could conceivably lead to the bone marrow precursor cells of patients 
with inherited genetic disorders being permanently fortified or even replaced 
with genetically modified cells. 
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Retroviral-mediated gene expression 
in human myelomonocytic cells: a 
comparison of hematopoietic cell 
promoters to viral promoters 

P Malik, WJ Krall, XJ Yu, C Zhou and DB Kohn 

Division of Research Immunology/Bone Marrow 
Transplantation, Childrens Hospital, Los Angeles, 
University of Southern California School of Medicine, USA. 

Gene transfer into human hematopoietic stem cells with expression targeted to the maturing 
myelomonocytic progeny has applications for gene therapy of genetic diseases affecting 
granulocytes and macrophages. We hypothesized that promoters of myeloid-specific genes 
that are upregulated with myelomonocytic differentiation would also upregulate expression 
of an exogenous gene in a retroviral vector. Moloney murine leukemia virus 
(MoMuLV)-based retroviral vectors using promoters from hematopoietic genes (CD lib, 
CD18, and CD34) were compared with vectors with viral promoters (MoMuLV long 
terminal repeat [LTR], cytomegalovirus [CMV], and simian virus 40 [SV40]). Human 
glucocerebrosidase (GC) cDNA was the reporter gene. HL60 cells were transduced with 
these vectors and vector-derived GC activity was compared in undifferentiated HL-60 cells 
and the same cells differentiated into granulocytes using dimethyl sulfoxide or 
monocyte/macrophages using phorbol myristate acetate. In undifferentiated HL-60 cells, 
vector-derived GC activity was the highest when it was controlled by the MoMuLV LTR. In 
HL-60 cells differentiated into granulocytes, vector-derived GC activity transcribed from the 
CD1 lb, MoMuLV LTR, and CMV promoters was equivalent to 1.7, 1.5, and 1.5 times the 
normal endogenous GC activity, respectively, and 0.8, 2.0, and 3.6 times the normal GC 
activity, respectively, in those differentiated into macrophages. With granulocytic 
differentiation, the CD1 lb promoter showed maximal induction in GC activity (8-fold); with 
macrophage differentiation, the CD1 lb promoter showed a fourfold induction in GC 
expression. The CD1 lb promoter also generated significant levels of GC activity in the 
myelomonocytic progeny of transduced CD34+ cells. Expression from the CD1 lb promoter, 
unlike that from the CMV or the MoMuLV LTR promoters, was relatively 
myelomonocyte-specific, with minimal expression observed in Jurkat T cells or HeLa 
carcinoma cells. The induction of expression from the CD1 lb promoter with differentiation 
in HL-60 cells correlates with the developmental regulation of the CD 1 lb gene. Retroviral 
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vectors using the CD 1 lb promoter have potential utility for gene therapy of disorders 
affecting the myelomonocytic lineage. 
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sections were analysed with macrophage-specif ic 

immunostaining . No signs of inflammation were seen in the region of 
fibroblast injection. This study demonstrates that FuGenc (TM) 6 is a highly 
efficient transfection reagent that may be useful for in vitro son-viral 
transfection of primary human and rabbit fibroblasts and for in vivo 
therapeutic non-viral gene delivery. 
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Macrophages in gene therapy: cellular delivery vehicles and 
in vivo targets . 

Burke B; Sumner S; Maitland N; Lewis C E 
Department of Microbiology and Immunology, University of 
Leicester, United Kingdom., bbl4@leicester.ac.uk 
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Journal; Article; (JOURNAL ARTICLE) 
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The appearance and activation of macrophages are thought to be rapid 
events in the development of many pathological lesions, including 
malignant tumors, atherosclerotic plaques, and arthritic joints. This has 
prompted recent attempts to use macrophages as novel cellular vehicles for 
gene therapy, in which macrophages are genetically modified ex vivo and 
then reintroduced into the body with the hope that a proportion will then 
home to the diseased site. Here, we critically review the efficacy of 
various gene transfer methods (viral, bacterial, protozoan, and various 
chemical and physical methods) in transfecting macrophages in vitro, and 
the results obtained when transfected macrophages are used as gene 
delivery vehicles. Finally, we discuss the use of various viral 
and nonviral methods to transfer genes to macrophages in vivo. As will be 
seen, definitive evidence for the use of macrophages as gene transfer 
vehicles has yet to be provided and awaits detailed trafficking studies in 
vivo. Moreover, although methods for transfecting macrophages have 
improved considerably in efficiency in recent years, targeting of gene 
transfer specifically to macrophages in vivo remains a problem. However, 
possible solutions to this include placing transgenes under the control of 
macrophage -spec if ic promoters to limit expression to 
macrophages or stably transfecting CD34 (+) precursors of 
monocytes/macrophages and then differentiating these cells into 
monocytes/macrophages ex vivo. The latter approach could conceivably lead 
to the bone marrow precursor cells of patients with inherited genetic 
disorders being permanently fortified or even replaced with genetically 
modified cells. 



L2 7 ANSWER 2 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR : 

CORPORATE SOURCE 
SOURCE : 



PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB The present 



6 MEDLINE 

2000477552 MEDLINE 
20479893 PubMed ID: 11028922 

Highly efficient cell -mediated gene transfer using 
non-viral vectors and FuGene6 : in vitro and in vivo 
studies . 

Hellgren I; Drvota V; Pieper R; Enoksson S; Blomberg P; 
Islam K B; Sylven C 

Department of Cardiology, The Clinical Research Center, 
Huddinge, Stockholm, Sweden. . irina.hellgren@medhs.ki.se 
CELLULAR AND MOLECULAR LIFE SCIENCES, (2000 Aug) 57 (8-9) 
1326-33 . 

Journal code: 9705402. ISSN: 1420-682X. 
Switzerland 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200011 

Entered STN: 20010322 
Last Updated on STN: 20010322 
Entered Medline: 20001103 
study was undertaken to develop an efficient non-viral 



gene delivery system for cardiovascular gene therapy. We 
investigated transfection efficiency and toxic properties of the new 
transfection reagent, FuGene6, and compared it with two other transfection 
reagents, Tfx-50 and LipoTaxi . For in vivo experiments, the plasmid was 
delivered intramuscularly via transplantation of fibroblasts transfected 
with plasmid and FuGene6 . Conditions for efficient gene 
delivery were initially studied in vitro. Human and rabbit 
fibroblasts were isolated from skin, cultured and transfected with 
phVEGF165 or pCMVbeta gal plasmids, coding for vascular endothelial growth 
factor (VEGF) or beta-galactosidase, respectively. The effect of the DNA 
amount and the DNA: transfection reagent ratio on plasmid uptake were 
studied. Of the transfection reagents tested, only FuGene6 provided 
high-efficiency and dose -dependent plasmid transfer both for 
cell-localised (beta-galactosidase) and secreted (VEGF) gene products. 
When analysed with an MTT assay, FuGene6 showed no toxicity at low doses. 
Optimised conditions were applied for in vivo reporter gene 
delivery. Rabbits were injected intramuscularly with ex 

vivo-transf ected fibroblasts. As in in vitro studies, ex vivo-transf ected 
fibroblasts showed highly efficient gene expression in vivo. Tissue 
sections were analysed with macrophage- specific 

immunostaining. No signs of inflammation were seen in the region of 
fibroblast injection. This study demonstrates that FuGene6 is a highly 
efficient transfection reagent that may be useful for in vitro non-viral 
transfection of primary human and rabbit fibroblasts and for in vivo 
therapeutic non-viral gene delivery. 
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AB The present study was undertaken to develop an efficient non-viral 
gene delivery system for cardiovascular gene therapy. We 
investigated transfection efficiency and toxic properties of the new 
transfection reagent, FuGeneTM6, and compared it with two other 
transfection reagents, TfxTM-50 and LipoTaxiTM. For in vivo experiments, 
the plasmid was delivered intramuscularly via transplantation of 
fibroblasts transfected with plasmid and FuGeneTM6 . Conditions for 
efficient gene delivery were initially studied in 

vitro. Human and rabbit fibroblasts were isolated from skin, cultured and 
transfected with phVEGF165 or pCMVbeta gal plasmids, coding for vascular 
endothelial growth factor (VEGF) or beta-galactosidase, respectively. The 
effect of the DNA amount in the DNA: transfection reagent ratio on plasmid 
uptake were studied. Of the transfection reagents tested, only FuGeneTM6 
provided high-efficiency and dose -dependent plasmid transfer both for 
cell-localised (beta-galactosidase) and secreted (VEGF) gene products. 
When analysed with an MTT assay, FuGeneTM6 showed no toxicity at low 
doses. Optimised conditions were applied for in vivo reporter gene 
delivery. Rabbits were injected intramuscularly with ex 

vivo-transf ected fibroblasts. As in in vitro studies, ex vivo-transf ected 
fibroblasts showed highly efficient gene expression in vivo. Tissue 
sections were analysed with macrophage -specific 

immunostaining. No signs of inflammation were seen in the region of 



fibroblast injection. This study demonstrates that FuGeneTM6 is a highly- 
efficient transfection reagent that may be useful for in vitro non-viral 
transfection of primary human and rabbit fibroblasts and for in vivo 
therapeutic non-viral gene delivery. 
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Hellgren I.; Drvota V.; Pieper R.; Enoksson S.; Blomberg 
P.; Islam K.B.; Sylven C. 
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The present study was undertaken to develop an efficient non-viral 
gene delivery system for cardiovascular gene therapy. We 
investigated transfection efficiency and toxic properties of the new 
transfection reagent, FuGene (TM) 6, and compared it with two other 
transfection reagents, Tfx(TM)-50 and LipoTaxi (TM) . For in vivo 
experiments, the plasmid was delivered intramuscularly via transplantation 
of fibroblasts transfected with plasmid and FuGene (TM) 6 . Conditions for 
efficient gene delivery were initially studied in 

vitro. Human and rabbit fibroblasts were isolated from skin, cultured and 
transfected with phVEGF165 or pCMV. beta . gal plasmids, coding for vascular 
endothelial growth factor (VEGF) or . beta . -galactosidase , respectively. 
The effect of the DNA amount and the DNA: transfection reagent ratio on 
plasmid uptake were studied. Of the transfection reagents tested, only 
FuGene (TM) 6 provided high-efficiency and dose -dependent plasmid transfer 
both for cell-localised (. beta . -galactosidase) and secreted (VEGF) gene 
products. When analysed with an MTT assay, FuGene (TM) 6 showed no toxicity 
at low doses. Optimised conditions were applied for in vivo reporter 
gene delivery. Rabbits were injected intramuscularly 
with ex vivo- transfected fibroblasts. As in in vitro studies, ex 
vivo-transfected fibroblasts showed highly efficient gene expression in 
vivo. Tissue sections were analysed with macrophage- 
specific immunostaining. No signs of inflammation were seen in the 
region of fibroblast injection. This study demonstrates that FuGene (TM) 6 
is a highly efficient transfection reagent that may be useful for in vitro 
non-viral transfection of primary human and rabbit fibroblasts and for in 
vivo therapeutic non-viral gene delivery. 
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Compositions and methods for the therapy and diagnosis of cancer, 
particularly ovarian cancer, are disclosed. Illustrative compositions 
comprise one or more ovarian tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly ovarian cancer. 
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AB The present study was undertaken to develop an efficient non-viral 

gene delivery system for cardiovascular gene therapy. We 
investigated transfection efficiency and toxic properties of the new 
transfection reagent, FuGene (TM) 6, and compared it with two other 
transfection reagents, Tfx(TM)-50 and LipoTaxi (TM) . For in vivo 
experiments, the plasmid was delivered intramuscularly via transplantation 
of fibroblasts transfected with plasmid and FuGene (TM) 6. Conditions for 
efficient gene delivery were initially studied in 

vitro. Human and rabbit fibroblasts were isolated from skin, cultured and 
transfected with phVEGF165 or pCMV beta gal plasmids, coding for vascular 
endothelial growth factor (VEGF) or beta-galactosidase, respectively. The 
effect of the DNA amount and the DNA: transfection reagent ratio on plasmid 
uptake were studied. Of the transfection reagents tested, only FuGene (TM) 6 
provided high-efficiency and dose -dependent plasmid transfer both for 
cell-localised (beta-galactosidase) and secreted (VEGF) gene products. 
When analysed with an MTT assay, FuGene (TM) 6 showed no toxicity at low 
doses. Optimised conditions were applied for in vivo reporter gene 
delivery. Rabbits were injected intramuscularly with ex 

vivo- transfected fibroblasts. As in in vitro studies, ex vivo- transfected 
fibroblasts showed highly efficient gene expression in vivo. Tissue 
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ABEN Disclosed herein are nucleic acid sequences that encode novel 

polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences and antibodies, which immunospecif ically-bind to the 
polypeptide, as well as derivatives, variants, mutants, or fragments of 



the aforementioned polypeptide, polynucleotide, or antibody. The 
invention further discloses therapeutic, diagnostic and research methods 
for diagnosis, treatment, and prevention of disorders involving any one 
of these novel human nucleic acids and proteins. 
ABFR Cette invention se rapporte a des sequences d'acides nucleiques qui 

codent de nouveaux polypeptides. Cette invention concerne egalement des 
polypeptides codes par ces sequences d*acides nucleiques et des 
anticorps, qui se fixent de facon immunospecif ique a ces polypeptides, 
ainsi que des derives, des variants, des mutants ou des fragments d'un 
tel polypeptide, polynucleotide ou anticorps. Cette invention concerne 
en outre des procedes therapeutiques , diagnostiques et de recherche pour 
le diagnostic, le traitement et la prevention d' affections impliquant 
l'un de ces nouveaux acides nucleiques et proteines humains . 

61 PCTFULL COPYRIGHT 2002 Univentio 

2002068444 PCTFULL ED 20020916 EW 200236 
TTK IN DIAGNOSIS AND AS A THERAPEUTIC TARGET IN CANCER 
UTILISATION DE LA TTK A DES FINS DE DIAGNOSTIC ET COMME 
CIBLE THERAPEUT I QUE DU CANCER 

REINHARD, Christoph; JEFFERSON, Anne, B.; CHAN, Vivien, 
W. 
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ABEN The present invention provides methods for identification of cancerous 
cells by detection of expression levels of TTK, as well as diagnostic, 
prognostic and therapeutic methods that take advantage of the 
differential expression of these genes in mammalian cancer. Such methods 
can be useful in determining the ability of a subject to respond to a 
particular therapy, e.g., as the basis of rational therapy. In addition, 
the invention provides assays for identifying pharmaceuticals that 
modulate activity of these genes in cancers in which these genes are 
involved, as well as methods of inhibiting tumor growth by inhibiting 
activity of TTK. 

ABFR La presente invention concerne, d'une part des procedes permettant 
d* identifier des cellules cancereuses par detection des niveaux 
d'expression de la TTK (Tyrosine Threonine Kinase), et d'autre part des 
procedes de diagnostic, de pronostic et des traitements qui exploitent 
les possibilites de 1' expression dif f erentielle de ces genes dans le 
cancer des mammiferes. Ces procedes conviennent pour determiner 
1' aptitude d'un sujet a reagir a une therapie particuliere, par exemple 
comme base d'une therapie rationnelle. L' invention concerne en outre des 
essais permettant d' identifier des produits pharmaceutiques qui modulent 
l'activite de ces genes dans le cas de cancers ou ces genes sont 
impliques, ainsi que des procedes permettant d'inhiber la croissance 



tumorale par inhibition de l'activite de la TTK. 
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The invention provides isolated nucleic acids molecules, designated 
23565 nucleic acid molecules, which encode novel zinc carboxypeptidase 
members. The invention also provides antisense nucleic acid molecules, 
recombinant expression vectors containing 23565 nucleic acid molecules, 
host cells into which the expression vectors have been introduced, and 
non-human transgenic animals in which a 23565 gene has been introduced 
or disrupted. The invention still further provides isolated 23565 
proteins, fusion proteins, antigenic peptides and anti-23565 antibodies. 
Diagnostic methods utilizing compositions of the invention are also 
provided. 

L' invention concerne des molecules isolees d'acides nucleiques, 
designees par 23565, qui codent pour des membres de la famille des 
carboxypeptidases a zinc. L' invention concerne aussi des molecules 
d'acides nucleiques antisens, des vecteurs d' expression recombinants 
contenant des molecules d'acides nucleiques 23565, des cellules hotes 
dans lesquelles on a introduit les vecteurs d • expression, et des animaux 
transgeniques non humains dans lesquels on a introduit ou fragmente un 
gene 23565. Elle concerne encore des proteines 23565, des proteines de 
fusion, des peptides antigenes et des anticorps anti-23565. Elle 
concerne enfin des procedes de diagnostic utilisant des compositions de 
1 ' invention. 
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APPLICATION INFO. : 

PRIORITY INFO.: US 2000-60/254,648 20001207 

US 2001-60/275,688 20010313 

ABEN This invention relates to novel human polynucleotides and variants 
thereof, their encoded polypeptides and variants thereof, to genes 
corresponding to these polynucleotides and to proteins expressed by the 
genes. The invention also relates to diagnostics and therapeutics 
comprising such novel human polynucleotides, their corresponding genes 
or gene products, including probes, antisense nucleotides, and 
antibodies. The polynucleotides of the invention correspond to a 
polynucleotide comprising the sequence information of at least one of 
SEQ ID NOS: 1-1477. The polypeptides of the invention correspond to a 
polypeptide comprising the amino acid sequence information of at least 
one of SEQ ID NOS : 1478 - 1568 . 

ABFR L' invention concerne de nouveaux polynucleotides humains et des variants 
de ceux-ci, leurs polypeptides codes et les variants de ceux-ci, des 
genes correspondant a ces polynucleotides et des proteines exprimees par 
ces genes. L 1 invention concerne egalement des diagnostics et therapies 
utilisant ces nouveaux polynucleotides humains, leurs genes 
correspondants ou leurs produits genetiques, y compris des sondes, des 
nucleotides antisens et des anticorps. Les polynucleotides decrits par 
la presente invention correspondent a un polynucleotide contenant les 
informations de sequence d'au moins une des SEQ ID NOS: 1-1477. Les 
polypeptides decrits par la presente invention correspondent a un 
polypeptide comprenant des informations de sequence aminoacide d'au 
moins une des sequences SEQ ID NOS : 1478-1568 . 
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AE AG AL AM AT AU AZ BA BB BG BR 
CU CZ DE DK DM DZ EC 
IL IN IS JP KE 
MG MK MN MW MX 
SK SL TJ TM TR 
LS MW MZ SD SL 
TM AT BE CH CY 
SE TR BF BJ CF 
WO 2001-US49347 
US 2000-60/256,635 
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Disclosed herein are nucleic acid sequences that encode G-coupled 
protein-receptor related polypeptides. Also disclosed are polypeptides 
encoded by these nucleic acid sequences, and antibodies, which 
immunospecif ically-bind to the polypeptide, as well as derivatives, 
variants, mutants, or fragments of the aforementioned polypeptide, 
polynucleotide, or antibody. The invention further disclosed 
therapeutic, diagnostic and research methods for diagnosis, treatment, 
and prevention of disorders involving any one of these novel human 
nucleic acids and proteins. 

L' invention concerne des sequences d'acides nucleiques codant pour des 
polypeptides associes aux recepteurs couples aux proteines G. 
L' invention concerne en outre des polypeptides codes par ces sequences 
d'acides nucleiques, des anticorps se liant de maniere immunospecif ique 
a ces polypeptides, ainsi que des derives, des variants, des mutants ou 
des fragments desdits polypeptides, polynucleotides ou anticorps. Cette 
invention se rapporte en outre a des methodes de traitement, de 



diagnostic et de recherche destinees au diagnostic, au traitement et a 
la prevention de troubles impliquant des acides nucleiques et des 
proteines de ce type. 
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ABEN Disclosed herein are nucleic acid sequences that encode novel 

polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences, and antiboides, which immunospecif ically-bind to the 
polypeptide, as well as derivatives, variants, mutants, or fragments of 
the aforementioned polypeptide, polynucleotide, or antibody. The 
invention further discloses therapeutic, diagnostic and research methods 



for diagnosis, treatment, and prevention of disorders involving any one 
of these novel human nucleic acids and proteins. 
ABFR L' invention concerne des sequences d ! acides nucleiques codant pour de 
nouveaux polypeptides. L 1 invention concerne egalement des polypeptides 
codes par ces sequences decides nucleiques, et des anticorps de liaison 
immunospecif ique aux polypeptides, ainsi que des derives, des variants, 
des mutants ou des fragments des polypeptides, des polynucleotides ou 
des anticorps mentionnes ci-dessus. L' invention concerne egalement des 
methodes therapeutiques , diagnostiques et de recherche utilisees dans le 
diagnostic, le traitement et la prevention des troubles associes a un 
quelconque de ces nouveaux acides nucleiques et nouvelles proteines 
humaines . 
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Compounds and methods for inducing protective immunity against cancer 
are disclosed. The compounds provided include polypeptides that contain 
at least one immunogenic portion of one or more SPAS-1 proteins and DNA 
molecules encoding such polypeptides. Such compounds may be formulated 
into vaccines and pharmaceutical compositions for immunization against 
cancer , or can be used for the diagnosis of cancer and the monitoring 
of cancer progression. 

L' invention concerne des composes et des methodes permettant d'activer 
1 1 immunite protectrice contre le cancer. Ces composes comprennent des 
polypeptides contenant au moins une portion immunogenique d'une ou de 
plusieurs proteines SPAS-1 et des molecules d'ADN codant pour de tels 
polypeptides. De tels composes peuvent etre prepares sous forme de 
vaccins et de compositions pharmaceutiques permettant 1 ' immunisation 
contre le cancer, ou encore, ils peuvent etre utilises pour 
diagnostiquer un cancer et pour surveiller la progression d'un cancer. 
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Novel MK61 polypeptides and nucleic acid molecules encoding the same. 
The invention also provides vectors, host cells, selective binding 
agents, and methods for producing MK61 polypeptides. Also provided for 
are methods for the treatment, diagnosis, amelioration, or prevention of 
diseases with MK61 polypeptides. 

L' invention porte sur de nouveaux polypeptides MK61 et sur les molecules 
d'acide nucleiques codant pour eux, sur des vecteurs, cellules notes, 
agents selectifs de fixation et methodes de production des polypeptides 
MK61, et sur des methodes de traitement, de diagnostic, d 1 amelioration 
et de prevention de maladies dues aux polypeptides MK61. 
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ABEN Provided are among others novel epitopes, methods for finding these 
epitopes and binding molecules capable of binding to said novel 
epitopes. In one aspect the invention provides a binding molecule 
capable of specifically binding to a preferably, post-translationally 
modified, disease associated molecular marker, associated with diseased 
cells, whereas said preferably post-translationally modified disease 
associated molecular marker is not associated with non-diseased cells. 
In a preferred aspect of the invention, said binding molecule recognizes 
an epitope present in a subset of CD46 proteins. Said binding molecule 
is capable of distinguishing between CD46 proteins belonging to the 
subset and CD46 proteins not belonging to the subset. The binding 



molecule is preferably an antibody. Medicaments and uses of binding 
molecules are provided. 
ABFR L ' invention concerne, entre autres, des nouveaux epitopes, des procedes 
servant a trouver ces epitopes et a lier des molecules capables de se 
lier a ces nouveaux epitopes. Dans l f un de ses aspects, 1* invent ion 
concerne une molecule de liaison capable de se lier specif iquement a un 
marqueur moleculaire associe a une maladie, lequel est modifie de 
maniere pref erablement post-translationnelle, est associe a des cellules 
malades, mais n'est pas associe a des cellules non malades . Dans un 
aspect pref ere de l 1 invention, cette molecule de liaison reconnait un 
epitope present dans un sous-ensemble de proteines CD46. Cette molecule 
de liaison est capable de faire la distinction entre des proteines CD46 
appar tenant audit sous -ensemble, et des proteines CD46 n * appartenant pas 
a ce sous -ensemble . De preference, cette molecule de liaison est un 
anticorps. L' invention concerne encore des medicaments et des 
utilisations des molecules de liaison. 
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ABEN An MPK phosphatase 1 (MKP-1) enzyme for use in medicine for the hypoxic 
mediated inhibition of monocyte/macrophage migration is described. The 
MKP-1 enzyme is substantially upregulatable under hypoxic and/or 
inflammatory conditions . 

ABFR L* invention concerne une enzyme MPK phosphatase 1 (MKP-1) destinee a 

etre utilisee medicalement pour 1 1 inhibition induite par hypoxie de la 
migration de monocytes/macrophages. Cette enzyme MKP-1 peut etre 
sensiblement regulee positivement dans des conditions hypoxiques et/ou 
inf lammatoires . 
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The present invention provides improved conditionally replicating 
vectors that have improved safety against the generation of replication 
competent vectors or virus. Also disclosed are methods of making, 
propagating and selectively packaging, modifying, and using such 
vectors. Included are improved helper constructs, host cells, for use 
with the improved vectors as well as pharmaceutical compositions and 
host cells comprising the vectors, the use of vector containing host 
cells to screen drugs, and methods of using the vectors to determine 
gene function. The methods also include the prophylatic and therapeutic 
treatment of disease, especially viral infection, and HIV infection in 
particular. 

L' invention concerne des vecteurs ameliores a replication conditionnelle 
presentant une protection accrue contre la generation vecteurs ou virus 
capables de replication. L' invention concerne egalement de procedes de 
preparation, de propagation et d 1 encapsidation selective, de 
modification et d 1 utilisation de tels vecteurs. L' invention concerne 
notamment des assistants recombines, des cellules hotes destines a etre 
utilises avec ces vecteurs ameliores, ainsi que des compositions 
pharmaceutiques et des cellules hotes comprenant ces vecteurs, 
1 * utilisation de cellules hotes contenant les vecteurs pour 
1 ' identification de medicaments, et des procedes consistant a utiliser 
ces vecteurs pour determiner une fonction genique. Les methodes decrites 
comprennent en outre le traitement preventif et curatif de maladies, en 
particulier d' infections virales et de 1 ' infection par le VIH. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides isolated nucleic acids molecules, designated 
16658, 14223, and 16002 nucleic acid molecules, which encode novel 
kinase family members. The invention also provides antisense nucleic 
acid molecules, recombinant expression vectors containing 16658, 14223, 
and 16002 nucleic acid molecules, host cells into which the expression 
vectors have been introduced, and nonhuman transgenic animals in which s 
16658, 14223, and 16002 gene has been introduced or disrupted. The 
invention still further provides isolated 16658, 14223, and 16002 
proteins, fusion proteins, antigenic peptides and anti-16658, -14223, 
and -16002 antibodies. Diagnostic methods utilizing compositions of the 
invention are also provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides isolated nucleic acids molecules, designated 

32374 or 18431 nucleic acid molecules, which encode novel protein kinase 
family members. The invention also provides antisense nucleic acid 
molecules, recombinant expression vectors containing 32374 or 18431 
nucleic acid molecules, host cells into which the expression vectors 
have been introduced, and nonhuman transgenic animals in which a 32374 
or 18431 gene has been introduced or disrupted. The invention still 
further provides isolated 32374 or 18431 proteins, fusion proteins, 
antigenic peptides and anti-32374 or -18431 antibodies. Diagnostic 
methods utilizing compositions of the invention are also provided. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The present invention provides a method of inducing systemic tolerance 
to an antigen in an individual in need of such treatment, comprising the 
step of: administering antigen presenting cells to said individual, 
wherein said cells express Fas ligand and said antigen. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Compositions and methods for the therapy and diagnosis of cancer, 
particularly ovarian cancer, are disclosed. Illustrative compositions 
comprise one or more ovarian tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly ovarian cancer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel human secreted proteins and 

isolated nucleic acids containing the coding regions oft£e genes 
encoding such proteins. Also provided are vectors, host cells 
D?oS?nr S ;h recombinant ^thods for producing human secreted 
proteins. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating diseases, disorders and/or 
conditions related to these novel human secreted protons 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L28 ANSWER 17 OF 61 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



US PAT FULL 

2002 : 54337 USPATFULL 

THERAPY FOR CELLULAR ACCUMULATION IN CHRONIC 
INFLAMMATORY DISEASES 

FIRESTEIN, GARY S., DEL MAR, CA, UNITED STATES 
2VAIFLER, NATHAN J., LA JOLLA, CA, UNITED STATES 
GREEN, DOUGLAS R . , SAN DIEGO, CA, UNITED STATES 
THE REGENTS OF THE UNIVERSITY OF CALIFORNIA (U S 
corporation) 



NUMBER 



PATENT INFORMATION: 
APPLICATION INFO . : 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 



KIND 



DATE 



US 2002031496 Al 
US 1999-363997 Al 

NUMBER DATE 



20020314 
19990729 



(9) 



19950830 (60) 



US 1995-2948P 
Utility 
APPLICATION 

GRAY CARY WARE & FREIDENRICH LLP, LISA A HAILE PHD 
4365 EXECUTIVE DRIVE, SUITE 1600, SAN DIEGO CA 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



921212189 

11 

1 

5 Drawing Page(s) 
1714 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a novel method for the treatment of 
cellular accumulation in chronic inflammatory diseases such as 
rheumatoid arthritis. The method includes gene 
delivery and gene expression that is capable of enhancing 
apoptosis of accumulating cells and those cells which recruit 
accumulating cells. Also provided are diagnostic methods for detecting 
cellular accumulation diseases. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB The present invention provides a conditionally replicating viral vector, 

methods of making, modifying, propagating and selectively packaging, and 
using such a vector, isolated molecules of specified nucleotide and 
amino acid sequences relevant to such vectors, a pharmaceutical 
composition and a host cell comprising such a vector, the use of such a 
host cell to screen drugs. The methods include the prophylactic and 
therapeutic treatment of viral infection, in particular HIV infection, 
and, thus, are also directed to vital vaccines and the treatment of 
cancer, in particular cancer of viral etiology. Other methods include 
the use of such conditionally replicating viral vectors in gene therapy 
and other applications. 
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AB The invention relates to an isolated nucleic acid comprising two 

operatively linked binding sites for HIV Rev protein, the sites 
comprising a nucleation motif and an oligomerization motif, wherein the 
nucleic acid binds Rev protein monomers with a higher degree of 
cooperativity than wild- type RRE. 
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for targeted delivery of functional genes into cells and tissues in 



vivo. The invention discloses DNA:lipid complexes, methods of making 
such complexes and methods of using such complexes for facilitating the 
targeted delivery and entry of recombinant expression constructs into 
cells and tissues in vivo, and particularly delivery of such recombinant 
expression constructs by intravenous, intraperitoneal or direct 
injection. 
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The appearance and activation of macrophages are thought to be rapid 
events in the development of many pathological lesions, including 
malignant tumors, atherosclerotic plaques, and arthritic joints. This has 
prompted recent attempts to use macrophages as novel cellular vehicles for 
gene therapy, in which macrophages are genetically modified ex vivo and 
then reintroduced into the body with the hope that a proportion will then 
home to the diseased site. Here, we critically review the efficacy of 
various gene transfer methods (viral, bacterial, protozoan, and various 
chemical and physical methods) in transfecting macrophages in vitro, and 
the results obtained when transfected macrophages are used as gene 
delivery vehicles. Finally, we discuss the use of various viral 
and nonviral methods to transfer genes to macrophages in vivo. As will be 
seen, definitive evidence for the use of macrophages as gene transfer- 
vehicles has yet to be provided and awaits detailed trafficking studies in 
vivo. Moreover, although methods for transfecting macrophages have 
improved considerably in efficiency in recent years, targeting of gene 
transfer specifically to macrophages in vivo remains a problem. However, 
possible solutions to this include placing transgenes under the control of 
macrophage- specif ic promoters to limit expression to 
macrophages or stably transfecting CD34 (+) precursors of 
monocytes/macrophages and then differentiating these cells into 
monocytes/macrophages ex vivo. The latter approach could conceivably lead 
to the bone marrow precursor cells of patients with inherited genetic 
disorders being permanently fortified or even replaced with genetically 
modified cells. 
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The present invention is based on the discovery of polynucleotides that 
represent genes that are differentially expressed in colon cancer, e q 
adenomatous polyp, colorectal carcinoma, high metastatic potential colon 
tumor and metastatic colon cancer. The invention features methods of 
identifying cells affected by such colon diseases by detection of a qene 
product encoded by such differentially expressed genes, as well as 
method of moduloating expression of such gene products to effect therapy 
(e.g., to decrease growth and/or affect abnormal characteristics of 
cancerous or displastic colon cells) . 

L' invention concerne la decouverte de polynucleotides representant des 
genes qui s'expriment de maniere differente dans le cancer du colon, un 
polype adenomateux par exemple, un carcinome colo- rectal, une tumeur du 
colon a fort potentiel metastatique et un cancer du colon metastatique . 
L invention concerne egalement des precedes d ' identification de cellules 
affectees par de telles maladies du colon, grace a la detection d'un 
produit genetique code par ces genes exprimes de maniere differente 
amsi qu'un precede de modulation de 1» expression de ces produits ' 
genetiques pour appliquer une therapie (reduire la croissance et/ou 
affecter les caracteristiques anormales de cellules de colon dysplasioue 
ou cancereux, par exemple) . F 4 
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The invention provides isolated nucleic acid molecules, designated MAGK 
nucleic acid molecules, which encode novel guanylate kinase related 
molecules. The invention also provides antisense nucleic acid molecules 
recombinant expression vectors containing MAGK nucleic acid molecules, ' 
nost cells into which the expression vectors have been introduced, and 
nonhuman transgenic animals in which a MAGK gene has been introduced or 
disrupted. The invention still further provides isolated MAGK proteins 
antigenic peptides and anti-MAGK antibodies. Treatment and diagnostic ' 
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20010521 
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methods for cellular growth or proliferation diseases or disorders, e.g, 
cancer, including, but not limited to colon cancer and lung cancer, 
utilizing compositions of the invention, are also provided. 
ABFR L' invention concerne des molecules d'acide nucleiques isolees, appelees 
molecules d'acide nucleique MAGK, codant pour des nouvelles molecules 
liees a une guanylate kinase. L' invention concerne egalement des 
molecules d'acide nucleique antisens, des vecteurs d' expression de 
recombinaison contenant les molecules d'acide nucleique MAGK, des 
cellules hotes dans lesquelles les vecteurs d' expression ont ete 
introduits, et des animaux transgeniques non humains dans lesquels un 
gene MAGK a ete introduit ou interrompu. L' invention concerne egalement 
des proteines MAGK isolees, des proteines hybrides, des peptides 
antigenes et des anticorps anti-MAGK. L' invention concerne egalement des 
methodes therapeutiques et diagnostiques pour des maladies ou des 
troubles proliferants ou a croissance cellulaire, tels que le cancer, y 
compris notamment, mais pas exclusivement , le cancer du colon et le 
cancer du poumon, a l ! aide des compositions decrites dans la presente 
invention . 
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ABEN This invention relates to novel human polynucleotides and variants 
thereof, their encoded polypeptides and variant thereof, to genes 
corresponding to theses polynucleotides and to proteins expressed by the 
genes. This invention also relates to diagnostic and therapeutic agents 
employing such novel polynucleotides, their corresponding genes or gene 
products, <i>e.g.</i>, these genes and proteins, including probes, 
antisense constructs, and antibodies. 
ABFR L' invention concerne de nouveaux polynucleotides humains et des variants 
de ces derniers, leurs polypeptides codees et des variants de ces 



derniers, des genes correspondant a ces polynucleotides et a des 
proteines exprimees par ces genes. L' invention concerne egalement des 
agents diagnostiques et therapeutiques utilisant ces nouveaux 
polynucleotides, leurs genes ou produits geniques correspondants, par 
exemple ces genes et proteines, y compris des sondes, des constructions 
anti-sens et des anticorps. 
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This invention relates to novel human polynucleotides and variants 
thereof, their encoded polypeptides and variants thereof, to genes 
corresponding to these polynucleotides and to proteins expressed by the 
genes. The invention also relates to diagnostic and therapeutic agents 
employing such novel human polynucleotides, their corresponding genes or 
gene products, e.g., these genes and proteins, including probes, 
antisense constructs, and antibodies. 

L' invention porte sur de nouveaux polynucleotides humains et leurs 
variantes, sur les polypeptides codes par eux et leurs variantes, sur 
les genes correspondant a ces polynucleotides, et sur des proteines 
exprimees par ces genes. L' invention porte egalement sur des agents 
diagnostiques et therapeutiques utilisant lesdits nouveaux 
polynucleotides humains et les genes et produits geniques 
correspondants, ces genes et proteines comportant des sondes, des 
produits d' assemblage et des anticorps. 
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ABEN The present invention relates to novel proteins. More specifically, 
isolated nucleic acid molecules are provided encoding novel 
polypeptides. Novel polypeptides and antibodies that bind to these 
polypeptides are provided. Also provided are vectors, host cells, and 
recombinant and synthetic methods for producing human polynucleotides 
and/or polypeptides, and antibodies. The invention further relates to 
diagnostic and therapeutic methods useful for diagnosing, treating, 
preventing and/or prognosing disorders related to these novel 
polypeptides. The invention further relates to screening methods for 
identifying agonists and antagonists of polynucleotides and polypeptides 
of the invention. The present invention further relates to methods 
and/or compositions for inhibiting or enhancing the production and 
function of the polypeptides of the present invention. 

ABFR La presente invention concerne de nouvelles proteines. Plus 

specif iquement, 1 'invention concerne des molecules d'acide nucleique 
isolees, codant pour de nouveaux polypeptides. Cette invention concerne 
egalement : de nouveaux polypeptides et anticorps qui se lient a ces 
polypeptides ; des vecteurs, des cellules hotes, et des procedes de 
recombinaison et de synthese permettant de produire des polynucleotides 
et/ou polypeptides humains, et des anticorps ; des procedes 
diagnostiques et therapeutiques utiles pour le diagnostic, le 
traitement, la prevention et/ou la prevision de troubles lies a ces 
nouveaux polypeptides ; des procedes de criblage permettant d 1 identifier 
des agonistes et des antagonistes de polynucleotides et polypeptides de 
1' invention / des procedes et/ou des compositions permettant d'inhiber 
ou d'augmenter la production et la f onctionnalite de polypeptides de la 
presente invention. 
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ABEN The invention concerns a method of determining the presence or absence 
of a biological condition in humans, in particular of colon cancer, and 
of determining the stage of a condition in human tissue by determining 
an expression pattern of a cell sample. Further, the invention relates 
to a method of determining the presence or absence of a biological 
condition in human tissue, and of determining the stage of a biological 
condition in human tissue, and also for reducing biological 
abnormalities of a cell suffering from the biological condition. A 
method for producing antibodies against an expression product of a cell 
from the tissue is also described. The invention also discloses a 
pharmaceutical composition for the treatment of a biological condition 
comprising at least one antibody, and a vaccine for the prophylaxis or 
treatment of a biological condition. Further the invention describes the 
use of a method for producing an assay for diagnosing a biological 
condition in human tissue, the use of a peptide or a gene or a probe for 
the preparation of a pharmaceutical composition for the treatment of a 
biological condition in human tissue, and an assay for determining the 
presence or absence of biological condition in human tissue and for 
determining an expression pattern of a cell. 

ABFR L' invention concerne un procede permettant d'une part, de determiner la 
presence ou 1' absence d'un etat biologique chez l'homme, notamment le 
cancer du colon, et d' autre part, de determiner le stade d'avancement 
d'un etat au niveau des tissus humains par la determination du schema 
d' expression d'un echantillon de cellules. En outre, 1 ' invention 
concerne un procede permettant de determiner la presence ou 1 » absence 
d'un etat biologique au niveau de tissus humains, de determiner le stade 
d'avancement d'un etat biologique au niveau de tissus humains, et de 
reduire egalement les anomalies biologiques d'une cellule touchee par 
cet etat biologique. L' invention concerne egalement un procede de 
production d'anticorps diriges contre le produit d' expression d'une 
cellule tiree de ces tissus. L' invention concerne aussi une composition 
pharmaceutique, destinee au traitement d'un etat biologique, qui 
contient au moins un anticorps, ainsi qu'un vaccin prophylactique ou 
therapeutique contre un etat biologique. L' invention concerne enfin 
1 'utilisation d'un procede de production d'un dosage permettant de 
diagnostiquer un etat biologique dans des tissus humains, 1 1 utilisation 
d'un peptide, d'un gene ou d'une sonde pour la preparation d'une 
composition pharmaceutique destinee au traitement d'un etat biologique 
au niveau de tissus humains, et un dosage servant a determiner la 
presence ou 1' absence d'un etat biologique au niveau de tissus humains 
et a determiner le schema d' expression d'une cellule. 
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ABEN The present invention provides novel isolated NOVX polynucleotides and 
polypeptides encoded by the NOVX polynucleotides. Also provided are the 
antibodies that immunospecif ically bind to a NOVX polypeptide or any 
derivative, variant, mutant or fragment of the NOVX polypeptide, 
polynucleotide or antibody. The invention additionally provides methods 
in which the NOVX polypeptide, polynucleotide and antibody are utilized 
in the detection and treatment of a broad range of pathological states, 
as well as to other uses. 

ABFR 
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ABEN The present invention relates to the novel human secreted proteins and 
isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human secreted 
proteins. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating diseases, disorders, and/or 
conditions related to these novel human secreted proteins . 

ABFR La presente invention concerne de nouvelles proteines humaines secretees 
ainsi que des acides nucleiques isoles contenant les regions codantes 
des genes codant ces proteines. L' invention concerne egalement des 
vecteurs, des cellules notes, des anticorps ainsi que des methodes de 
recombinaison permettant la production de proteines humaines secretees. 
L' invention concerne egalement des methodes de diagnostic et 
therapeutiques utiles pour diagnostiquer et traiter des maladies, des 
troubles et/ou des etats lies a ces nouvelles proteines humaines 
secretees . 



L28 ANSWER 30 OF 61 
ACCESSION NUMBER: 
TITLE (ENGLISH) : 

TITLE (FRENCH) : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 

DOCUMENT TYPE: 
PATENT INFORMATION: 



DESIGNATED STATES 



APPLICATION INFO 
PRIORITY INFO . : 
ABEN 



PCTFULL COPYRIGHT 2002 Univentio 
2001046255 PCTFULL ED 20020827 

NK CELL RECEPTOR POLYNUCLEOTIDES, POLYPEPTIDES, 
ANTIBODIES 

POLYNUCLEOTIDES, POLYPEPTIDES, ET ANTICORPS DU 
RECEPTEUR DE CELLULES NK 
RUBEN, Steven, M . ; SHI, Yang-gu 

HUMAN GENOME SCIENCES, INC.; RUBEN, Steven, M. ; 

Yang-gu 

Patent 



AND 



SHI, 



NUMBER 



KIND 



DATE 



WO 2001046255 
AE AG AL AM AT AU AZ 
CZ DE DK DM DZ EE ES 
KE KG KP KR KZ 
MX MZ NO NZ PL 



IS JP 
MN MW 
TR TT 
SL SZ 
DE DK 
CG CI 
WO 
US 



TZ UA UG US UZ VN YU 
TZ UG ZW AM AZ BY KG 
ES FI FR GB GR IE IT 
CM GA GN GW ML MR NE 
2000-US34770 A 
1999-60/171,506 



Al 20010628 

BA BB BG BR BY BZ CA CH CN CR CU 
FI GB GD GE GH GM HR HU ID IL IN 
LC LK LR LS LT LU LV MA MD MG MK 
PT RO RU SD SE SG SI SK SL TJ TM 
ZA ZW GH GM KE LS MW MZ SD 
KZ MD RU TJ TM AT BE CH CY 
LU MC NL PT SE TR BF BJ CF 
SN TD TG 
20001221 
19991222 



The present invention relates to novel human NKCR polypeptides and 
isolated nucleic acids containing the coding regions of the genes 
encoding such polypeptides. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human NKCR 
polypeptides. The invention further relates to diagnostic and 
therapeutic methods useful for diagnosing and treating disorders related 
to these novel human NKCR polypeptides . 
ABFR L' invention concerne de nouveaux polypeptides NKCR humains et des acides 
nucleiques isoles renfermant les regions codantes des genes codant pour 
ces polypeptides. L' invention concerne egalement des vecteurs, des 
cellules hotes, des anticorps et des procedes de recombinaison destines 
a la production de polypeptides NKCR humains. L 1 invention concerne des 
methodes diagnostiques et therapeutiques utiles pour diagnostiquer et 
traiter des maladies liees a ces nouveaux polypeptides NKCR humains. 
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The present invention relates to novel human secreted proteins and 
isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human secreted 
proteins. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating diseases, disorders, and/or 
conditions related to these novel human secreted proteins. 
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A method is provided for modifying a producer cell which producer cell 
comprises integrated into its genome a provirus which provirus comprises 
one or more recombinase recognition sequences within or upstream of its 
3' LTR, the method comprising: introducing into the cell a construct 
comprising a 5" recombinase recognition sequence, an LTR and a 3* 
recombinase recognition sequence in that order, in the presence of a 
recombinase which is capable of acting on the recombinase recognition 
site(s) such that the nucleotide sequence between the 5' and 3' 
recombinase recognition sequences in the construct is introduced into 
the provirus . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel Lor-2 polypeptides, proteins, and nucleic acid molecules are 
disclosed. In addition to isolated, full-length Lor-2 proteins, the 
invention further provides isolated Lor-2 fusion proteins, antigenic 
peptides and anti-Lor-2 antibodies. The invention also provides Lor-2 
nucleic acid molecules, recombinant expression vectors containing a 
nucleic acid molecule of the invention, host cells into which the 
expression vectors have been introduced and non-human transgenic animals 
in which a Lor-2 gene has been introduced or disrupted. Diagnostic, 
screening and therapeutic methods utilizing compositions of the 
invention are also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB 



Entry of HIV-1 into target cells requires cell surface CD4 as well as 
additional host cell cof actors . A cof actor required for infection with 
virus adapted for growth in transformed T cell lines was recently 
identified and named fusin. Fusin, however, does not promote entry of 
macrophage -tropic viruses that are believed to be the key pathogenic 
strains in vivo. It has now been determined that the principal cof actor 
for entry mediated by the envelope glycoproteins of primary 
macrophage -tropic strains of HIV-1 is CC-CKR5 , a receptor for the 
.beta. -chemokines RANTES, MIP-1 .alpha. , and MIP-1 .beta . . 
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AB 



The present invention provides a conditionally replicating viral vector, 
methods of making, modifying, propagating and selectively packaging, and 
using such a vector, isolated molecules of specified nucleotide and 
amino acid sequences relevant to such vectors, a pharmaceutical 
composition and a host cell comprising such a vector, the use of such a 
host cell to screen drugs. The methods include the prophylactic and 
therapeutic treatment of viral infection, in particular HIV infection, 
and, thus, are also directed to viral vaccines and the treatment of 
cancer, in particular cancer of viral etiology. Other methods include 
the use of such conditionally replicating viral vectors in gene therapy 



and other applications. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to an isolated nucleic acid comprising two 

operatively linked binding sites for HIV Rev protein, the sites 
comprising a nucleation motif and an oligomerization motif, wherein the 
nucleic acid binds Rev protein monomers with a higher degree of 
co-operativity than wild-type RRE. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a conditionally replicating viral vector, 

methods of making, modifying, propagating and selectively packaging, and 
using such a vector, isolated molecules of specified nucleotide and 
amino acid sequences relevant to such vectors, a pharmaceutical 
composition and a host cell comprising such a vector, the use of such a 
host cell to screen drugs. The methods include the prophylactic and 
therapeutic treatment of viral infection, in particular HIV infection, 
and, thus, are also directed to viral vaccines and the treatment of 
cancer, in particular cancer of viral etiology. Other methods include 
the use of such conditionally replicating viral vectors in gene therapy 
and other applications. 
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The present invention provides a conditionally replicating viral vector, 
methods of making, modifying, propagating and selectively packaging, and 
using such a vector, isolated molecules of specified nucleotide and 
amino acid sequences relevant to such vectors, a pharmaceutical 
composition and a host cell comprising such a vector, the use of such a 
host cell to screen drugs. The methods include the prophylactic and 
therapeutic treatment of viral infection, in particular HIV infection, 
and, thus, are also directed to viral vaccines and the treatment of 
cancer, in particular cancer of viral etiology. Other methods include 
the use of such conditionally replicating viral vectors in gene therapy 
and other applications. 
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The invention provides a nucleic acid delivery vehicle with or having 
been provided with at 

least a tissue tropism for f ibroblast-like or macrophage -like cells, 
preferably synoviocytes . In one 

aspect said nucleic acid delivery vehicle is a virus capsid or a 
functional part, derivative and/or 

analogue thereof. Preferably said virus capsid is an adenovirus capsid. 
Preferably said adenovirus 

is a subgroup B adenovirus, preferably adenovirus 16. Preferably said 
tissue tropism is provided by 

at least a tissue tropism determining part of an adenovirus fiber 
protein or a functional derivative 

and/or analogue thereof. The invention further presents methods for the 

treatment of diseases, 

preferably joint related diseases. 

La presente invention concerne un vehicule d'apport d'acide nucleique 
dote, spontanement ou 

non, d'au moins un tropisme pour des cellules ressemblant aux 
fibroblastes ou aux macrophages, de 



Pour un aspect de 1* invention, ce 
•une de ses parties f onctionnelles , 



preference des cellules synoviales. 
vehicule d'apport d'acide 
nucleique est une capside virale, 1' 
l'un de ses derives et/ou 
analogues. De preference, cette capside virale est une capside 
adenovirale. De preference, ledit 

adenovirus est un adenovirus du sous-groupe B, de preference 
1' adenovirus 16. Le tropisme tissulaire 

est confere par au moins une partie determinant le tropisme tissulaire 
d'une proteine adenovirale 

fibrale, ou de l'un de ses derives et/ou analogues f onctionnels . 
L' invention porte enfin sur des 

procedures de traitement d ' affections , de preference de nature 
articulaire . 
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ABEN Novel Lor-2 polypeptides, proteins, and nucleic acid molecules are 
disclosed. In addition to 

isolated, full-length Lor-2 proteins, the invention further provides 
isolated Lor-2 fusion proteins, 

antigenic peptides and anti-Lor-2 antibodies. The invention also 
provides Lor-2 nucleic acid 

molecules, recombinant expression vectors containing a nucleic acid 
molecule of the invention, host 

cells into which the expression vectors have been introduced and 
non-human transgenic animals in 

which a Lor-2 gene has been introduced or disrupted. Diagnostic, 
screening and therapeutic methods 

utilizing compositions of the invention are also provided. 
ABFR L' invention se rapporte a de nouveaux polypeptides de Lor-2, a de 
nouvelles proteines et 

molecules d'acides nucleiques associees. En plus des proteines de Lor-2 
entieres, isolees, 

1" invention concerne des proteines de fusion de Lor-2, des peptides 
antigeniques et des anticorps 

anti-Lor-2. L* invention se rapporte egalement a des molecules d'acides 
nucleiques de Lor-2, a des 

vecteurs d' expression recombinants contenant une telle molecule d'acide 
nucleique, a des cellules 

hotes dans lesquelles les vecteurs d' expression ont ete introduits et a 
des animaux transgeniques 

non humains dans lesquels un gene Lor-2 a ete introduit ou disloque. Des 
methodes diagnostiques , 

analytiques et therapeutiques utilisant des compositions de cette 
invention sont egalement decrites. 
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ABEN Seoul virus (SEOV) is one of four known hantaviruses causing hemorrhagic 
fever with renal 

syndrome (HFRS) . Candidate naked DNA vaccines for HFRS were constructed 
by subcloning cDNA 

representing the medium (M) (encoding the Gl and G2 glycoproteins) or 
small (S) (encoding the 

nucleocapside protein) genome segment of SEOV into the DNA expression 
vector pWRG7077. We vaccinated 

BALB/c mice with three doses of the M or S DNA vaccine at 4 -week 
intervals by either gene gun 

inoculation of the epidermis, or needle inoculation into the 
gastrocnemius muscle. Both routes of 

vaccination resulted in antibody responses as measured by ELISA; 
however, gene gun inoculation 

elicited a higher frequency of seroconversion, and higher levels of 
antibodies in individual mice. 

We vaccinated Syrian hamsters with the M or S construct using the gene 
gun and found 

hantavirus -specif ic antibodies in 5/5 and 4/5 hamsters, respectively. 
Animals vaccinated with the M 

construct developed a neutralizing antibody response which was greatly 
enhanced in the presence of 

guinea pig complement. Immunized hamsters were challenged with SEOV and, 
after 2 8 days, were 

monitored for evidence of infection. Hamsters vaccinated with M were 
protected from infection, but 

hamsters vaccinated with S were not protected. 
ABFR Le virus Seoul (SEOV) est l'un des quatre hantavirus connus provoquant 
la fievre hemorragique 

avec syndrome renal (HFRS) . On a done mis au point des vaccins a ADN nu 
par sous-clonage de l'ADNc 

representant le segment moyen (M) (codant pour les glycoproteines Gl et 
G2) ou le petit (S) segment 

(codant pour la nucleocapside) du genome du virus Seoul de facon a 
obtenir un vecteur pWRG7077 

d 1 expression a base d'ADN. Nous avons vaccine des souris BALB/c avec 
trois doses de vaccin a ADN M 

ou S a des intervalles de 4 semaines soit par inoculation 
intra-epidermique au pistolet a genes, 

soit par inoculation a 1' aiguille dans le muscle gastrocnemien . Les deux 
voies de vaccination ont 

provoque les reponses anticorps telles que mesurees conformement a la 
technique immuno-enzymologique 

(ELISA); cependant, 1 ' inoculation au pistolet a genes a declenche une 
seroconversion bien plus 

frequente, ainsi que des niveaux d' anticorps plus eleves chez chacune 
des souris. Nous avons vaccine 

des hamsters syriens avec la construction M ou S a 1 ' aide du pistolet a 
genes, et nous avons 

decouvert des anticorps specif iques des hantavirus, respectivement chez 
5/5 et 4/5 hamsters. Les 

animaux vaccines avec la construction M ont presente une reponse 
anticorps neutralisante fortement 



activee en presence du complement du cobaye. On a effectue une 
vaccination de rappel a SEOV chez les 

hamsters immunises puis, 28 jours plus tard, on les a examines de 
maniere a detecter toute trace 

d 1 infection. Les hamsters vaccines avec M ont ete proteges contre 
l 1 infection, contrairement aux 
hamsters vaccines avec S. 
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ABEN The present invention relates to identification of a gene that is 
inactivated in an aplastic 

anemia. In particular, the invention concerns mutations that disrupt a 
ribosomal protein (RP) , 

preferably RP S19, in Diamond-Blackf an Anemia (DBA) . Recombinant nucleic 
acids encoding mutant forms 

of DBA, oligonucleotides specific for such mutations, and diagnostic and 
therapeutic applications 

related to these discoveries, are also contemplated. 
ABFR La presente invention concerne 1 ' identification d'un gene qui est 
inactive dans le cas d'une 

anemie aplasique. L* invention concerne, en particulier, des mutations 
qui dereglent une proteine 

ribosomale, de preference RP S19, dans le cas de 1» anemie de 
Blackf an-Diamond. L' invention concerne 

egalement des acides nucleiques de recombinaison codant des formes 
mutantes de 1' anemie de 

Blackf an-Diamond, des oligonucleotides specif iques de ces mutations, 
ainsi que les applications 

diagnostiques et therapeutiques associees a ces decouvertes. 
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ABEN Disclosed are osteoprotegerin-like polypeptides, nucleic acids encoding 
osteoprotegerin-like 

polypeptides, and methods of using these molecules. The 
osteoprotegerin-like polypeptides sequence 

homology to osteoprotegerin and tumor necrosis factor receptor 
molecules . 

ABFR L' invention se rapporte a des polypeptides semblables a 
1 ' osteoprotegerine, a des acides 

nucleiques codant pour ces polypeptides semblables a 1 1 osteoprotegerine 
et a des methodes 

d 1 utilisation de ces molecules. Elle se rapporte egalement a l'homologi 
des sequences des 

polypeptides semblables a 1 ' osteoprotegerine avec les molecules 
d' osteoprotegerine et les molecules 
receptrices du f acteur de necrose des tumeurs . 
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ABEN The present invention relates to newly identified receptors belonging 
the superfamily of 



G-protein-coupled receptors. The invention also relates to 
polynucleotides encoding the receptors. 

The invention further relates to methods using the receptor polypeptides 
and polynucleotides as a 

target for diagnosis and treatment in receptor-mediated disorders. The 
invention further relates to 

drug- screening methods using the receptor polypeptides and 
polynucleotides to identify agonists and 

antagonists for diagnosis and treatment. The invention further 
encompasses agonists and antagonists 

based on the receptor polypeptides and polynucleotides. The invention 
further relates to procedures 

for producing the receptor polypeptides and polynucleotides. 
ABFR La presente invention concerne des recepteurs nouvellement identifies 
appartenant a la , 
superfamille des recepteurs couples a une proteine G. Cette invention 
concerne egalement des 

polynucleotides codant ces recepteurs. Par ailleurs, cette invention 
concerne des procedes utilisant 

ces polypeptides et polynucleotides recepteurs comme cible pour le 
diagnostic et le traitement de 

troubles induits par les recepteurs. De meme, cette invention concerne 
des procedes de criblage de 

medicaments utilisant ces polypeptides et polynucleotides recepteurs 
pour identifier les agonistes 

et les antagonistes permettant le diagnostic et le traitement, et 
concerne aussi les agonistes et 

les antagonistes bases sur les polynucleotides et polypeptides 
recepteurs. Enfin, cette invention 

concerne des methodes de production de ces polypeptides et 
polynucleotides recepteurs. 
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A 20000616 
19990618 
19990914 
19991119 
1 ABC1 polypeptides and nucleic 



acid molecules encoding 

the same. The invention also relates to recombinant vectors, host cells, 
and compositions comprising 

ABC1 polynucleotides, as well as to methods for producing ABC1 
polypeptides. The invention also 

relates to antibodies that bind specifically to ABC1 polypeptides. In 
addition, the invention 

relates to methods for increasing cholesterol efflux as well as to 
methods for increasing ABC1 

expression and activity. The present invention further relates to 
methods for identifying compounds 

that modulate the expression of ABC1 and methods for detecting the 
comparative level of ABC1 

polypeptides and polynucleotides in a mammalian subject. The present 
invention also provides kits 

and compositions suitable for screening compounds to determine the ABC1 
expression modulating 

activity of the compound, as well as kits and compositions suitable to 

determine whether a compound 

modulates ABC1 -dependent cholesterol efflux. 

L' invention concerne de nouveaux polypeptides ABC1 et des molecules 
d'acides nucleiques codant 

pour eux. Elle concerne aussi des vecteurs recombinants, des cellules 
cibles et des compositions 

comprenant des polynucleotides ABC1 ainsi que des procedes destines a la 
fabrication de polypeptides 

ABC1. De meme, 1 * invention concerne des anticorps qui se lient 
specif iquement aux polypeptides ABC1 . 

En outre, elle concerne des procedes pour augmenter la sortie de 
cholesterol et des procedes pour 

intensifier 1» expression et l'activite des ABC1 . L' invention concerne 
des procedes pour identifier 

les composes qui modulent 1' expression des ABC1 et des procedes pour 
detecter le taux comparatif de 

polypeptides et de polynucleotides ABC1 chez un sujet mammifere. Elle 
decrit des kits et des 

compositions utilisables pour cribler des composes afin de determiner 
l'activite de modulation de 

1' expression d'ABCl dans un compose donne ainsi que des kits et des 
compositions permettant de 

determiner si un compose module la sortie de cholesterol dependant 
d'ABCl. 
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ABEN The present invention relates to novel ABC1 polypeptides and nucleic 
acid molecules encoding 

the same. The invention also relates to recombinant vectors, host cells, 
and compositions comprising 

ABC1 polynucleotides, as well as to methods for producing ABC1 
polypeptides. The invention also 

relates to antibodies that bind specifically to ABC1 polypeptides. In 
addition, the invention 

relates to methods for increasing cholesterol efflux as well as to 
methods for increasing ABC1 

expression and activity. The present invention further relates to 
methods for identifying compounds 

that modulate the expression of ABC1 and methods for detecting the 
comparative level of ABC1 

polypeptides and polynucleotides in a mammalian subject. The present 
invention also provides kits 

and compositions suitable for screening compounds to determine the ABCl 
expression modulating 

activity of the compound, as well as kits and compositions suitable to 
determine whether a compound 
modulates ABCl -dependent cholesterol efflux. 
ABFR L' invention concerne de nouveaux polypeptides ABCl et des molecules 
d'acides nucleiques codant 

pour eux. Elle concerne aussi des vecteurs recombinants, des cellules 
cibles et des compositions 

comprenant des polynucleotides ABCl ainsi que des procedes destines a la 
fabrication de polypeptides 

ABCl. De meme, 1' invention concerne des anticorps qui se lient 
specif iquement aux polypeptides ABCl. 

En outre, elle concerne des procedes pour augmenter la sortie de 
cholesterol et des procedes pour 

intensifier 1' expression et l'activite des ABCl. L' invention concerne 
des procedes pour identifier 

les composes qui modulent 1' expression des ABCl et des procedes pour 
detecter le taux comparatif de , 
polypeptides et de polynucleotides ABCl chez un sujet mammalien. Elle 
decrit des kits et des 

compositions utilisables pour cribler des composes afin de determiner 
l'activite de modulation de 

1' expression d'ABCl dans un compose donne ainsi que des kits et des 
compositions permettant de 

determiner si un compose module la sortie de cholesterol dependant 
d'ABCl. 
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Conjugated compounds that comprise an ST receptor binding moiety and an 
active moiety that is an antisense molecule are disclosed. 
Pharmaceutical compositions which comprise conjugated compounds that 
comprise an ST receptor binding moiety and an active moiety that is an 
antisense molecule are disclosed including pharmaceutical compositions 
that have enteric formulations . Methods of treating an individual 
suspected of suffering from colorectal cancer and methods of preventing 
colorectal cancer are disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a conditionally replicating viral vector, 

methods of making, modifying, propagating and selectively packaging, and 
using such a vector, isolated molecules of specified nucleotide and 
amino acid sequences relevant to such vectors, a pharmaceutical 
composition and a host cell comprising such a vector, the use of such a 
host cell to screen drugs. The methods include the prophylactic and 
therapeutic treatment of viral infection, in particular HIV infection, 



and, thus, are also directed to viral vaccines and the treatment of 
cancer, in particular cancer of viral etiology. Other methods include 
the use of such conditionally replicating viral vectors in gene therapy 
and other applications. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention encompasses a locus control subregion that possesses 

chromatin opening domain activity, the activity conferring reproducible 
activation of tissue-specific expression on a linked transgene to a 
non-physiological level when the transgene is integrated in single copy 
in the genome of a host cell. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to a nucleic acid construct for expressing an 

active substance which is activated by an enzyme which is released from 
mammalian cells, which construct comprises the following components: a) 
at least one promoter element, b) at least one DNA sequence which 
encodes an active compound (protein B) c) a least one DNA sequence which 
encodes an amino acid sequence (part structure C) which can be cleaved 
specifically by an enzyme which is released from a mammalian cell, and 
d) at least one DNA sequence which encodes a peptide or protein (part 
structure D) which is bound to the active compound (protein B) by way of 
the cleavable amino acid sequence (part structure C) and inhibits the 
activity of the active compound (protein B) , and also to the use of the 
nucleic acid construct for preparing a drug for treating diseases. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Differentially expressed allograft genes, methods of screening therefor, 
and methods of diagnosing and treating allograft rejection and other 
conditions related to vascular inflammation, such as atherosclerosis. 
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PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. : 

DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



L2 8 ANSWER 52 OF 61 
ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



USPATFULL 

2000 : 53886 USPATFULL 
HIV coreceptor mutants 

Landau, Nathaniel R., New York, NY, United States 
Koup, Richard A. , Southlake, TX, United States 
Liu, Rong, New York, NY, United States 



PATENT ASSIGNEE (S) : 



Paxton, William, Amsterdam, Netherlands 

The Aaron Diamond Aids Research Center, New York, NY, 

United States (U.S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO . : 



PRIORITY INFORMATION: 



US 6057102 

US 1997-907468 

NUMBER 



20000502 
19970808 



(8) 



DATE 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



(60) 
(60) 



US 1996-25230P 19960808 
US 1996-17157P 19960520 
Utility 
Granted 

Budens, Robert D. 
Klauber & Jackson 
13 
1 

27 Drawing Figure (s 
3236 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Entry of HIV-1 into target cells requires cell surface CD 4 as well as 



18 Drawing Page(s) 



additional host cell cof actors . A cof actor required for infection with 
virus adapted for growth in transformed T cell lines was recently 
identified and named fusin. Fusin, however, does not promote entry of 
macrophage -tropic viruses that are believed to be the key pathogenic 
strains in vivo. It has now been determined that the principal cof actor 
for entry mediated by the envelope glycoproteins of primary 
macrophage -tropic strains of HIV-1 is CC-CKR5, a receptor for the 
.beta. -chemokines RANTES, MIP-1 . alpha . , and MIP-l.beta.. It has also 
been found that individuals who are homozygous for a mutation of the 
CKR-5 receptor are resistent to HIV infection; in vitro infection 
requires a 1000-fold higher dose of HIV than normal cells. The mutation 
results in complete suppression of CKR-5 expression. 
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The present study was undertaken to develop an efficient non-viral 
gene delivery system for cardiovascular gene therapy. We 
investigated transfection efficiency and toxic properties of the new 
transfection reagent, FuGene6, and compared it with two other transfection 
reagents, Tfx-50 and LipoTaxi . For in vivo experiments, the plasmid was 
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AB 



delivered intramuscularly via transplantation of fibroblasts transfected 
with plasmid and FuGene6. Conditions for efficient gene 
delivery were initially studied in vitro. Human and rabbit 
fibroblasts were isolated from skin, cultured and transfected with 
phVEGF165 or pCMVbeta gal plasmids, coding for vascular endothelial growth 
factor (VEGF) or beta-galactosidase , respectively. The effect of the DNA 
amount and the DNA: transf ection reagent ratio on plasmid uptake were 
studied. Of the transf ection reagents tested, only FuGene6 provided 
high-efficiency and dose -dependent plasmid transfer both for 
cell-localised (beta-galactosidase) and secreted (VEGF) gene products. 
When analysed with an MTT assay, FuGene6 showed no toxicity at low doses. 
Optimised conditions were applied for in vivo reporter gene 
delivery. Rabbits were injected intramuscularly with ex 

vivo-transfected fibroblasts. As in in vitro studies, ex vivo- transf ected 
fibroblasts showed highly efficient gene expression in vivo. Tissue 
sections were analysed with macrophage -specific 

immunostaining. No signs of inflammation were seen in the region of 
fibroblast injection. This study demonstrates that FuGene6 is a highly 
efficient transfection reagent that may be useful for in vitro non-viral 
transfection of primary human and rabbit fibroblasts and for in vivo 
therapeutic non-viral gene delivery. 
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AB Conjugated compounds that comprise an ST receptor binding moiety and an 
active moiety that is an antisense molecule are disclosed. 
Pharmaceutical compositions which comprise conjugated compounds that 
comprise an ST receptor binding moiety and an active moiety that is an 
antisense molecule are disclosed including pharmaceutical compositions 
that have enteric formulations. Methods of treating an individual 
suspected of suffering from colorectal cancer and methods of preventing 
colorectal cancer are disclosed. 
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The present invention provides a novel method for the treatment of 



cellular accumulation in chronic inflammatory diseases such as 
rheumatoid arthritis. The method includes gene 
delivery and gene expression that is capable of enhancing 
apoptosis of accumulating cells and those cells which recruit 
accumulating cells. Also provided are diagnostic methods for detecting 
cellular accumulation diseases. 
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AB The present invention provides for- a method for treating a subject 
suffering from a condition associated with an extracellular zinc 
sphingomyelinase activity which comprises administering to the subject 
an amount of a zinc sphingmyelinase inhibitor effective to decrease 
extracellular zinc sphingomyelinase activity in the subject and thereby 
treat the subject. The present invention also provides for a method for 
determining whether a compound inhibits an activity of an extracellular 



zinc sphingomyelinase involving ceramide formation which comprises: (a) 
contacting a sample containing the zinc sphingomyelinase under acidic pH 
conditions known to be associated with the activity of such zinc 
sphingomyelinase, with: (i) a substrate of the zinc sphingomyelinase 
enzyme, and (ii) the compound being evaluated; (b) measuring the 
concentration of ceramide in the sample from (a) ; (c) determining the 
amount of zinc sphingomyelinase activity in the sample based upon the 
concentration of ceramide measured in step (b) ; and (d) comparing the 
amount of sphingomyelinase activity determined in step (c) with the 
amount of sphingomyelinase activity determined in the absence of the 
compound, so as to determine whether the compound inhibits the activity 
of zinc sphingomyelinase. 
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Entry of HIV-1 into target cells requires cell surface CD 4 as well as 
additional host cell cof actors . A cof actor required for infection with 
virus adapted for growth in transformed T cell lines was recently 
identified and named fusin. Fusin, however, does not promote entry of 
macrophage -tropic viruses that are believed to be the key pathogenic 
strains in vivo. It has now been determined that the principal cof actor 
for entry mediated by the envelope glycoproteins of primary 
macrophage-tropic strains of HIV-1 is CC-CKR5, a receptor for the 
.beta. -chemokines RANTES, MIP-1 . alpha . , and MIP-l.beta.. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. , 
AB The present invention provides a conditionally replicating viral vector, 
methods of making, modifying, propagating and selectively packaging, and 
using such a vector, isolated molecules of specified nucleotide and 
amino acid sequences relevant to such vectors, a pharmaceutical 
composition and a host cell comprising such a vector, the use of such a 
host cell to screen drugs. The methods include the prophylactic and 
therapeutic treatment of viral infection, in particular HIV infection, 
and thus, are also directed to viral vaccines and the treatment of 
cancer in particular cancer of viral etiology. Other methods include 
the use of such conditionally replicating viral vectors in gene therapy 
and other applications. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L2 8 ANSWER 59 OF 61 
ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 



PATENT INFORMATION: 
APPLICATION INFO . : 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT 
CAS 
AB 



USPATFULL 

1999:36929 USPATFULL 

Methods to prepare conditionally replicating viral 
vectors 

Dropulic , Boro, Ellicott City, MD, United States 
Pitha, Paula M. , Baltimore, MD, United States 
The Johns Hopkins University School of Medicine, 
Baltimore, MD, United States (U.S. corporation) 



NUMBER 



KIND 



DATE 



US 5885806 

US 1996-758598 

Utility 

Granted 

Elliott, George C. 
Larson, Thomas 
Leydig, Voit & Mayer, 
15 



19990323 
19961127 



(8) 



Ltd. 



11 Drawing Figure (s); 4 Drawing Page(s) 
2703 
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The present invention provides a conditionally replicating viral vector, 



methods of making, modifying, propagating and selectively packaging, and 
using such a vector, isolated molecules of specified nucleotide and 
amino acid sequences relevant to such vectors, a pharmaceutical 
composition and a host cell comprising such a vector, the use of such a 
host cell to screen drugs. The methods include the prophylactic and 
therapeutic treatment of viral infection, in particular HIV infection, 
and, thus, are also directed to viral vaccines and the treatment of 
cancer, in particular cancer of viral etiology. Other methods include 
the use of such conditionally replicating viral vectors m gene therapy 
and other applications. 
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AB This invention herein describes pharmaceutical compositions and methods 

for targeted delivery of functional genes into cells and tissues m 
vivo. The invention discloses DNA: lipid complexes, methods of making 
such complexes and methods of using such complexes for facilitating the 
tarqeted delivery and entry of recombinant expression constructs into 
cells and tissues in vivo, and particularly delivery of such recombinant 
expression constructs by intravenous, intraperitoneal or direct 
injection. 
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AB Differentially expressed allograft genes, methods of screening therefor, 
and methods of diagnosing and treating allograft rejection. 
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